confounding by indication will make the non-TNFi drugs appear less safe than the TNFi. A simple adjustment for age and sex will reduce this confounding dramatically, but residual confounding is still expected to give higher rates of AEs, and comparisons should be adjusted for medical history and comorbidities when possible. 
Background: Tumour necrosis factor inhibitors (TNF-i) have revolutionised the management of psoriatic arthritis (PsA) yet some patients (pts) have an inadequate response (IR) or intolerance. Ixekizumab (IXE), a monoclonal high affinity antibody that selectively targets IL-17, has shown efficacy in TNF-naïve PsA pts. 
Objectives:
To compare efficacy and safety of IXE with placebo in pts with active PsA who are TNFi-IR. Methods: In the 24 week (wk), double-blind, placebo-controlled period of a Phase 3 PsA study (SPIRIT-P2; NCT02349295), pts with prior IR or intolerance to 1 or 2 TNF-i were randomised to SC placebo or IXE 80 mg every 2 (Q2W) or 4 wks (Q4W), following a 160 mg initial dose at Wk 0. Pts with IR to treatment (protocol defined) received rescue therapy at Wk 16. Primary endpoint was ACR20 at Wk 24. Continuous data were analyzed using mixed-effects model for repeated measures; categorical data, using a logistic regression model with missing values imputed by non-responder imputation, which treats IR as non-responders. Results: 363 pts were randomized: ∼52 yrs old on average, female (53%), white (∼92%), and IR to 1 (Table) . A significantly higher proportion of IXE-Q4W-vs placebo-treated pts reached complete resolution of dactylitis (LDI-B=0). Although enthesitis improved from baseline with both IXE doses, rates of complete resolution (LEI=0) were not significantly different compared to placebo. At Wk 24, significantly greater proportions of IXE-treated pts with ≥3% BSA achieved PASI 75 than placebo-treated patients. 
